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(54) PROTEASE INHffilTOR 

(57)Abstract: 

PROBLEM TO BE SOLVED: To obtain a protease inhibitor useful for improvement and 
prevention of skin diseases such as contact d ermat itis, roughened skin and dry skin and 
also as a hemostatic agent by including oleanolic acid or its salt as an effective 
ingredient. 

SOLUTION: This protease inhibitor is obtained by formulating oleanolic acid or its salt 
as an active ingredient. The formulation amount of oleanoHc acid or its salt is 0.005-20.0 
wt.%. The protease inhibitor exhibits inhibiting activity, especially to serine protease. 
For example, the inhibitor, as necessary, can properly be formulated with a beautifying 
and whitening agent, a humectant, an antioxidant, an oily ingredient, an ultraviolet 
absorber, etc. The protease inhibitor can be applied to e.g. ointment, cream, milk lotion, 
lotion, pack, bathing agents, etc. 



LEGAL STATUS 



[Date of request for examination] 

[Date of sending the examiner's decision of 
rejection] 

[Kind of final disposal of application other 
than the examiner's decision of rejection or 
appUcation converted registration] 

[Date of final disposal for application] 
[Patent number] 
[Date of registration] 

[Number of appeal against examiner's 
decision of rejection] 

[Date of requesting appeal against 
examiner's decision of rejection] 

[Date of extinction of right] 



Copyright (C); 1998,2003 Japan Patent Office 



reference (a)2 



mB:¥mmff (JP) <12) ^ || ft ^ ^ (A) (ll)»llFfflH4iM#^ 

-29468 



(BDlnta* SSglJIB^ FI 

A6 1K 31/19 AED A6 1K 31/19 AED 

7/00 7/00 C 

W 

ADA ADAU 

7/48 7/48 

t^at* IS*JB(7)»2 FD 7 S) mM\z.m< 



(.21) tim^ 


*$IB¥9- 199324 


(71)taHA 


000001959 










(22) urns 


ip|fi9^(1997)7fl9B 




JfcK«**Kfiffi 7 T S 5 # 5 ^ 






(72)58W# 


mw m 






















(72)«M# 
























(72)l6fB# 
























(74)f^A 













(54) Cfi|iB©«»] •:fu7^7-'\£mm 



(57) 

m^^m tlyTy—Jl'M (oleanol ic acid) ^fc 



(2) 



*#Fil¥ 1 1 -29468 



tly7y-)l'm (oleanolic acid) 

[m*«2] :tiyTy'-)Vm (oleanol ic acid) 
li-€-(»ie<OE^ftA<0. 0 0 5~2 0. 0SM%T'&-5 

[0 00 1] 

sii*ic,fcoT«e$*i-5»imti, JSHttroas ■ ^KS, 
ssit ^ *-r ^ ^ p ^7 — tf ESfflicBi-r -5 , 

[0002] 

[fi£*©ttffifcJ:t;SE?^A<fl?aiLJ:7<!:-rSSii] 
+«-r'$)Si:l*ffib-r, «lE<D]^HIz)£i:TJ;ygti,fc 

[0 0 0 3] -15^ it^m^<o&mmma)mmmizit 

P 7^ 7 — fe* A< P L T L ^ ^ C i: A< M b AM z $ o o fc 
(Plasminiogen activator: PA) SttA*i§i() 

f>*trL\5o PAii-trij>:^D7^7-4fa)— Dr*$)-5 
H a u s t e i nli. IS;S«Ka)i^l::®ft'(bSi5(4(z 
P A;SttA<#4-rS C i: ^fg^L (Arch. K I in. Exp. 

Oertnatol ;234, 1969) , FrakltHopsu-Ha 

ttJLfc (Arch. Dermatol. Res; 256, 1976), ^f=. #^tt35 
€«llcfcL^TIi. «iKSfflaart-e^filc-&fiE$*ifcPA 
SfflBS^lc?¥liT'53^^X5y-y> (plasminoge 
n) ^:^7 7.£> (plasmin) lc$igSL, ZJntmmH^ 

SiKl^*!lSA<ftM$*l.5Ci:A^ ^'>t*hP (in vitr 
0) rollg^^lctel^TWbA^l::^4^Tl^■5(Morioka S. e 
tal: J. Invest. Dermatol; 76. 1981), 

[0 0 0 4] *fc^P7^7— tfii. nmmB!S.tjit'ms. 

(OiE^^^ft^bilielzfcL^rtMg^i:SSI|^mfcLTL^-S) 
(t^^b^XTfcy (Ogawa H. .Yoshiike T. : Int. J. Dermat 
ol ;23, 1984) , Baa!^S$)SL^(±J£«J^ao^•SfielSi: L 



r. :fp^7— tfK§SSiJ^ffli^SKi^A<4-$ti-5<fcaic 

[0 0 0 5] 

*5gw#?>i*:/px7— fe'icea-r-sa/^oj^jsgt 
wim+i. ffi*ittii<o»# • ^l»lc:frJal^^3^P7^7- 
^fll^1^!lR$»^'<<. I£<a>!^©1^5Rlz-^L^T3fp^^ 

7-1fRiS;-gtt$ii'<fceS. 3j-U7y-;bK (oleano 
lie acid) A<:>"Px7— tf MJitt^* LTL^^i Z t $ 
mt^aiL, ctil:;»-:J^*SEM^^fi£-r'SlzSofc„ 

[0 0 0 6] ■r'it5*,*l6Mli. tlyT^-JUm (olea 
nolicacid) ^fcli^-CD^^^SftfiE^^i-T-SCi:^!^® 
t -r S 7f P ^ 7- fm»»]T- fc -5 „ 

[0 0 0 7] tlyry—Jl'm. (oleanolic acid) IzBliS 
■ri>«£*ttffii:Lri*, *:*^A^b14ai^*i-5BE^^t L 
T»€^bttJ|!4lcf5fflLfct(D (!f#B§¥5-2 8 6 8 3 5 
•^^i^«) . =e^7-fe-('?4©*SIi*<DU>4?a ->:M:/ 

(*#ga¥6- 1 6 5 2 5-§-^«{) , h^/^->i>:y(Dm 
Sl^Sia A^ b -y-zK- >©7 y 'J a > t L r icffl 
fct© (mW4-2 9 08 1 1-^^«) . :^-X5^T 
fcJ;t;/*fcli^^/+<D(£*R7;Ua-;Hz^§ttajS 

^ (^F»a¥4-2 66 5 0^'i^«) . tll«^fiESijO*3a 
l&^tLXOUm (t#ll¥4-2 6 6 2 3^'i>«) . 
)i± J£«(D > lb S ^ Kft-r S (D ir ffl ^14 (Dg L^ 

9\-mmt Lxomm mmw- 2-17121 ^^^s) , 
u^^^^f— ifsttronsicjzsffittfcs^siim (if#BiBa 

6 2-932 1 S^-il^ai) , 7t^<bK&ih^<tL-r(D(5ffl 
(if#IS¥ a - 1 6 5 2 3 1 -^'i^^) m<S>i>o S blCli 

nzt mmw^ -2906 ^ 9^^AW . y-jmit 
«'i^U7^-;i.K0^fi^iE'>;^-H:. mw^iti^m. 

Kfflffljaia (i^MBSe 1 -2 3 360 9-^^^) . X H 
U:^ha-y:^X£zLO^>X (S.Mutans) lcJ*Lt#m&«) 
fiiBftffl^^L, ai4^(»ffll-*SI)T-&-5Ci: (t#gf1Ba 
6 1 -3 6 2 1 3^'^«) lfA<4n'btirL^.|)„ Lii'^LU 
A<b, :^U7y— (oleanolic acid) mo)ya^7 

-- tffflSf^ffli;M-r*a[^i4cti^T-i-'S< . ^^-iiiii: 
[0 0 0 8] KiTs *fiBj(z-otvr»iEl--&o *iewi- 

fflL^e>n■5:t^7y— (oleanolic acid) tS.iilfi 
<Di^lt'AiD<D^mX'&<-). T^>-9-'ri3-y-^:z>i LT. 

-J^^-j^. ^^a't^vroSi-^*;^, ?|- 
'J-:?'«lKD$£Jit»*©x-^>i,ttai!|^^7;u* iJlJD* 
L r ^-CDKttSB^S^S ^ -a- •& C t If ic J: ij » b n 
■5= rtilRatLrii, v^^ • 7;uKiJ-:/5^tt. 
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[0 009] mz:^n^(Dti^7y-)l'm (oleanoUc 
acid) li, mm\zi:^)-)-\^>J'^Aig^ * 'J -t^A^, 71/ 

> , h 'Jx^>'-;U7 5>, vv^ P'^+v;U7 5> 
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vXx-rvS. 7;^/<^4f>K^. #MS(D4^|i:*;SiJ 

ij >:/p^7-ificwLTii»ai4$^-rc t.^^mt 

[0 0 12] *ieMa)>fPx7— ifRlS^lzli, ±EiJ5. 
l^t.H^BB». ffll^Ii, HeSiJ. ffiSSiK KlbR&ihSJ, 

[0 0 13] hK-:*- h 'J'^?^. xxh» 

H± h ij -t^A. ■>x>K:^ h 'J ;t^'J 'J h 'J 



roHSii, e^5>c, 7xa;ue>K'J>K-7^f:?^'>'5 
A. 7X3;ue>Ky;u3v K, 7;u:?f^:/, a-iJi^K 

vaS. hU/\p-7.i|0)l6S^jt*t®aie^-rsct 

[0 0 14] *f6W0):^Px7-ifEiSSqi*. 

^i£3tEK)S^1•fflal|l-fflL^S4.<Dr'^b^^(^l^■f^^(Dff^T•@ffl 

[0 0 15] 

[%m.m\ JyTlcSlte«!||cJ:oT*«W$$t,l-l*«Blc 
Wro:*- U7 / -;uK(0 p ^7— tfRiSai4lc||-r 

s^^5^fcct:^;•?■(7)e^lc■^L^Tls^wr*. ftaN^E2a 
>i-«-r§issstt^pffliLfc„ 

[0 0 16] 1. S4*4<»iaS! 
«5tttlgI*ttie^tt(03j-U7/'-;UK (oleanolic ac 
id) ^x^i>'-;Hzi%^*nL, cro^js^s&sjLrsi 

[0 0 17] 2. :/^;^5>llt:Stt(DSi|S 

:7-f :fy>¥«;4i=rRi«$ (%) ■r'Jf*^*, 

A s t r u p C) (Arch.Biochem. ;40, 346, 1952) 

fci4*4^0. 1%i:0. 0 1 %lw$T'X^i>'-;ncT* 
IKLTfiEfflUfco ««$Sllc^Lfc, 
[ 0 0 1 8 ] 3 . I- y :>■•> > fflSS14(D5Bi|^ 
^if'f >$-SM<!: LfcM u r a m a t s u b (J.BIoche 
m. ; 58, 214, 1965) <D:^Jil-^f bl,^ffiS*^««)fco 14*4 
lil^i:<0. 1%i:0. 0 1 %(c^T?iSl^iKLfctOD^fiE 

[0 0 1 9] 
[Si] 



R§SJ? (%) 

(%) ::''7X5i/ hy:^i>> 



^U7>'-;ue 0.1 36.8 35.1 

0.01 15.0 16.3 



[0 0 2 0] Si J!)^^,^)•3!l^-5d;3(c, ;j-U7>'-;U^ 
[0 02 1 ] SIJ6W1 ^ y-A 
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